*1 




(19) RU (11) 



2 027 434 ( 3) C1 

A 61 K 31/33 



(51) MflK 6 



POCCMMCKOE ArEHTCTBO 
HO nATEHTAM W TOBAPHbIM 3HAKAM 



(12) 



OnHCAHME H3QEPETEHHfl K nATEHTY POCCklMCKOM OEflEPAU HH 



(21), (22)3aflBKa: 4474234/14, 16.08.1988 

(46) flaia ny6nnKaqnn: 27.01.1995 

(56) CcbiJiKu: MauKOBCKHM M.fl. JieKapcTBeHHbie 
cpeACTBa. - M., 1987, h.2, 1c.169-171. 



(71) 3a«BMTenb: 
HayMHo-MccneAOBaTe/ibCKHM HHCTHTyT 
TpaHcanaHTonorviM u MCKyccTBeHHbtx opraHOB, 
MHCTMTyT 6hoxmmmm MM.A.H.Eaxa PAH 

(72) kl3o6peTaTe/ib: WanbHeB 5.H., 
CycKOBa B.C., EMeu B.H., naceujHMMeHKO 
B.A. , BacuribeBa H.C., Bopo6beB A.C. 

(73) naTeHTOo6naflaTenb: 
HayMHO-MccneAOBaTenbCKMM MHcrvnyT 

Tpa h cnna htojio m n m MCKyccTBeHHbK opraHOB 



o 

CO 

o 



(54) MMMyHOMOflyJlUPyJOl^EE CPEflCTBO 

(57) PecfcepaT: 

H3o6peTeHne othocmtca k MeAnuuHe, a 

MMeHHO K HOBOMy SuonOIWeCKM aKTHBHOMy 

npenapaTy onwro0ypocTaHO3HAOB us 
cycneH3HOHHOti KynbTypbi AHOCKopefi 

Ae^bTOBMAHOM, M M0>K9T H3MTM npHMeHeHMe A™ 

Koppeiqnn nMMyHHoro OTBeTa. L(eJib 
n3o6peieHHfl - hobum nMMyHOMOAyn^Top 
n36npaTe;ibHoro AeftcTBWH, He o6naflaK>mnfi 

HecfjpOTOKCMMeCKMM AS^CTBHeM. YKa3aHHaR 

\\enb AOCTuraeTcw npuMeHeHneM npenapaTa 



onnroc{DypocTaHO3HA0B H3 cycneH3HOHHofi 
KynbTypu AMOCKopen AeflbTOBUflHotf BnepBbie b 
KanecTBe i/iMMyHOMOAynwTopa. 
H36npaTe/ibH0CTb fleflCTBua 3Toro npenapaTa 
ocymecTBfifleTCfl 3a cneT B03AetfcTBUfl Ha 
CTpyjcrypy m cfiyHKL^KD Meiw6paH 

UMMyHOKOMneTeHTHblX KfieTOK, TaK KaK 

npeAnaraeMbiM npenapaT othochtca k 

BOAOpaCTBOpMMbIM aHTWOKCHASHTaM 

6noreHHoro Tuna. 4 Ta6n. 
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(54) IMMUNOMODULATING DRUG 

(57) Abstract: 

FIELD: medicine, particularly, medicinal 

preparations used for correcting immune 

response. SUBSTANCE: this 

oligofurostanoside-based drug is prepared 

from suspension culture of deltoid diascorea 



and employed as immunomodulator. Selective 
effect is produced by disclosed preparation 
on structure and function of membranes of 
immunocompetent cells. Novel drug is classed 
among water-soluble antioxidants of biogenic 
type. EFFECT: no nephrotoxic effect. 4 tbl 
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H3o6peTeHMe othochtch k HOBOMy 

6nonon/mecKn aicn/iBHOMy npenapaTy 

onnro4)ypocTaH03MflOB M3 cycneH3HOHHOM 

KynbTypbi KneTOK fluocKopen AenbTOBHAHOM, 

KOTOpblfi MO)KeT H3MTH npMM(BHeHMe B 

MeAni^MHe, b ^acTHocTM Ana KOppeKLJUU 
MMMyHHoro OTBeTa. 

B noc/ieAHne roAbi Ba>KHoe 3HaneHne 
npuo6penn coeAHHeHMfl, 0Ka3biBaramne 
MMMcyHOMOAy/inpyKDinee AefiCTBae (ymeTeHne 
mjih CTMMy/iflunfl KfieTOHHoro m ryMopanbHoro 
MMMyHHoro OTBeTa, 3aBMCflinee ot A03bi). 

BOflblUMHCTBO W3 3TMX COeAHHeHHH OTHOCHTCfi K 

npupoAHbiM ManoTOKCMMHbiM npenapaTaiw. 
(IpaianMecKoe npuMeHeHne M3 hhx nonynnnn 
neBaMH3on, npHMeHfiiomvitfcfl maBHbiM o6pa30M 
b uMMyHOCTUMyrwpyjoLAeM pewi/iMe, n 

L^MKTIOCnopMH A, npHMeHflKDLAHWCfl K3K 

MMMyHocynpeccaHT. B KanecTBe 6a30Boro 
06-beicra (oh ace - npoTOTun) B3ht L|mcnocnopnH 
A - HOBbiK Tun MMMyHOcynpeccaHTa, 

AeMCTByHDU^HR TOJlbKO Ha CTaAHH 

aHTMreH-HyBCTBHTeribHblX 

KneTOK-npeAiuecTBeHHMKOB. LtuKnocnopMH A 
AonycKaeT aKTHBai^vno perynaTopHbix 

MexaHH3MOB KneTOK-cynpeccopoB, ho 

nHrn6npyeT MHAyKUMK) xennepHbix h 

L^WTOTOKCHHHblX T-nMM^OL^TOB. LlWOIOCnopMH A 

Hau6onee aiawBeH npn BBeAeHww bo BpeMH 
HMMyHH3ai4nn, T.e. oh Ae&CTByeT na paHHefi 
CTaAHn 3anycKa tihm4)OL|htob aHTureHOM m gto 
Ae^CTBue abho oTnkmaeTCH ot neftcTBm 
asaTnonpMHa nnn 4UKno4>occ£>aMMAa (1). 
HeAOCTaTKOM AaHHoro npenapaTa flanaeTca ero 

He0pOTOKCHHHOCTb RpH H Cn On b30B3 H M H B 

TepaneBTMMecKnx A03ax (17-15 Mr/Kr/AeHb npn 
CHMKeHnn k KOHqy 1-ro Mecj^a ao 6 
Mr/xr/fteHb) (2,3). 

' y BeiAeCTB, OTHOCRLi^MXCJl K paCTMTeflbHblM 

deponAHbiM rnnK03HAaw p«Aa c^ypocTaHa, k 
KOTopbiM othochtch 3aflBnfleMbivi npenapaT, 
MMMyHOMOAynnpyioujaa aKTHBHOCTb paHee He 
6bina o6Hapy>tceHa. B TO-we BpeMfl y hmx 
nsBecTHa: 1 ) aHTHOKCMAaHTHaa aicn/iBHocTb m 2) 
nunoTponHafl axruBHocTb, Bbipaxatou^afl b 
rvinoxonecTepojinviTMMecKOM asmctbum. 
DpenapaTbi, coflepwaiune b KanecTBe aicrwBHoro 
Havana cTeponAHbie rnnK03MAbi pflAa 
cf)ypocTaHa - nonncnoHMH u AnocnoHUHbi, 
npuMeHfltOTCfi b CCCP b TeneHne MHorvix neT b 
KanecTBe aHTUCKnepoTMMecKnx npenapaTOB m 
npeACTaBXiyifOT co6ofl cyMMy 
onnroc{)ypocTaH03MA0B M3 KopHeBmn AHOCKopeu 
KaBKa3CKOM u AnocKOpen HunnoHCKOM, no 
cocTaBy wiano OTnuHawmwxcfl ot 3anBnneMoro 
npenapaTa onurocfcypocTaHOSMAOB M3 
cycneH3WOHHOfi KynbTypbi KneTOK AHocKopew 
AeribTOBHAHO^. 

Uenb M3o6peTeHHfl - hobwm 
MMMyHOMOAynqTop M36npaTeribHoro AeficTBUfl, 
He o6naaaioiiiMfl Hec^poTOKcuMecKMM 
AewcTBueM. 

YKa3aHHaa i\enb AocTuraeTcw npwweHeHueM 
npenapaTa ojwoc})ypocTaH03HAOB U3 
cycneH3HOHHofi KynbTypbi KneTOK AuocKopen 
AenbTOBHAHOM BnepBbie b KaMecTBe 
nMMyHOMOAynflTopa, hto cooTBeTCTByeT 
KpnTepuflM "HOBMSHa" n "cymecTBeHHbie 

OTJlMMMfl". H36npaTenbHOCTb AefiCTBMH SToro 

npenapaTa ocymecTBiifleTCfl 3a cneT 
BOSBeAeHUfl Ha CTpyfoypy m cfcyHKijHK) Meiw6paH 

MMMyHOKOMneTeHTHblX WieTOK, TaK K3K 

npeAnaraeMbiw npenapaT othocmtcjj k 

BOAOpaCTBOpHMblM aHTMOKCVIASHTaM 

6noreHHoro Tuna. Ero nonyMaioT M3BecTHUM 
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cnoco6oM (5) . 

n p h Me p 1 . no/iyneHvie npenapaTa 
ojiurocjpypocTaH03HAOB. npenapaT no/iynaioT us 
cycneH3HOHHOM KynbTypbi KneTOK Dioscorea 
deltoidea Well (AMOCKopen AenbTOBHAHoCi), 
ujTaMM HOP flM-0,5, KOTopyw nony^kinn b 
l/lHCTknyre (J)M3nonorMM pacTeHM^ AH CCCP. 
BMOMaccy Anfl npenapaTMBHoro BbiAeneHun 
npenapaTa OT6npa/m b cTaL^MOHapHyio c|)a3y 
pocTa. npenapaT onnroct)ypocTaH03MAOB 
BbiAennnn M3 stom 6noMaccbi nyTewi oca>KAeHMa 
c 6eriKaMn. Ajih stoto K/ieTOMHyio Maccy nocne 
OTAeneHHH ot KynbTyparibHO^ >kmakocth 
3 kct pa n/i py k)t boaom b cooTHOiueHHn 1:(10-20) b 
TeMeHne 2-3 h. OcaAOK OTAenwKOT 
LteHTpuc^yrnpoBaHneM, aKCTpaKqMK) noBTop«K)T. 
K o6i>eAHHeHHoCi HaAOcaAOHHOM >KMA«ocTki 
Ao6aBnflK)T cyribC^aT aMMOHMfl ao nonHoro 
HacbiiAeHUJi m BbiAep>KMBaK3T 30 muh. npn stom 
BMecTe c 6eriKaMM nponcxoAMT cooca>KAeHne 
HM3KOMoneKyriflpHbix rnnKosnAOB. nonyneHHbiCi 
ocaAOK o6pa6aTbiBaHDT 5-6 pas 96% 3TaHonoM, 
ocaAOK OTAenaioT, npoMbiBaroT 3TaHonoM. 
HaAOcaAOMHyw KMAKOCTb ynapuBaiOT b 
Potophom ncnapnTene. B ocaAKe nonynaioT 
npenapaT onnro0ypocTaHO3HAOB, KOTopbiM 

COCTOUT M3 AByX mHK03HA0B: 1 ) npOTOAUOCLJUHa 

(26-0-p 

-D-rriK3KonnpaH03nn-22-OKCM-cf)ypocT-5-eH-3p , 
26-AMon 3-0- p -MaKOTpuosHA) n 2) AenbT03HAa 
(26-0-p 

-D-mK>KonnpaH03nn-22-OKCn-ct)ypocT-5eH-3 p 
,-26-ahoti 3-0-p -AenbTOTpnosMA). 06ii\afl 
cfxDpMyna npenapaTa 




rfle R An« 1) paBHO 1 MoneKyne rnioK03bi n 2 
MoneKynaM paMH03bi m atia 2) R paBHO 2 
MOJieKynaM mKDK03bi n 1 MoneKyne paMH03bi. 

KoriMMecTBeHHbjR a Han m 3 BbweneHHoro 
npenapaTa npoBOAMnn c noMombio 
cneicTpoMeTpn^ecKoro MeTOAa, ocHOBaHHoro Ha 
UBeTHOM peaKUMH onnro($>ypocTaH03HAOB c 
peaianBOM 3pnnxa - 1%-hwm - pacTBop 
n-AMMeTnnaMHHo6eH3anbAernAa b cwiecu 
MeTaHon: con«Ha« KucnoTa 
(KOHi^eHTpupoBaHHan 66:34r). MucTOTa 
nonyneHHoro npenapaT 80%. MeTOAOM 

>KMAKOCTHOPl XDOMaTOrpaCflUM C 25%-HblM 

ai^eTOHHTpunoM b KanecTBe noABH>KHOti c£a3bi c 
AeTeKTupoBaHneM npn 207 hm b cocTaBe 
npenapaTa Hauinn cneAytoinee cooTHoiueHne 

Me)KAy A©-nbT03MAOM M npOTOAHOClJUHOM 10:16. 

flpenapaT npeACTaanneT co6o^ oenbitf, 

aMOpCf)HblM nopOQJOK, paCTBOpHMbltl B BOAe. 

CTa6nneH npn xpaHeHMM npn +20°C b 3aKpbiTO^ 
CKnflHKe. 

HMMynoMOAynnpyioiiinii 34x£eKT npenapaTa 
n M36npaTenbHoe Ae^CTBMe Ha 
MMMynoKOMneTeHTHbie KneTKH m 

MMMyHoperynflTopHbie mx cy6nonynnL^nn 
M3yMeHbi b TecTax hh bmtdo (npniviepbi 2-4). 
npeABapnTenbHo 6bino ^3yMeHO 
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qnTOTOKCHHecKoe flei^CTBue npenapaia Ha 
nviMcfcoLjwTbi nepn0epnMecKoiH kpobm Me/ioeeKa 
npw KynbTHBupoBaHMn mx b TeneHne 72 h b 
npucyTCTBMH npenapaia b KOHL^eHTpai4M«x ot 0,1 
AO 100 MKr/Mn. >Kn3Hecnocx>6HOCTb KneTOK 
oi^eHMBann c noMombio TpunaHOBoro cMHero. 
npoi^eHT kubhx mieTOK cocTaBnfln 85-90%, hto . 
cooTBeTCTBOBano KOHTporibHbiM (6e3 npenapaia 
-KynbTypaM, 10-15% cociaBJiflna ecTecTBeHHaa 
rn6erib KneTOK. TaxuM o6pa30M, Gbino noKa3aHO, 
hto ncnbiTyeMbiii npenapaT b MccneAOBaHHbix 

KOHL|eHTpaL4MflX He TOKCMHeH. 

n p m m e p 2. BnnflHMe npenapaia 
onnroct)ypocTaH03MflOB Ha T-xennepw H3yneHO b 
peaKi^MM 6nacTTpaHccf)opMaL\MM nMMcjxjL^TOB, 

HHflyi^MpOBaHHblX OrA. i~lpU 3TOM 

MOHOHyKneapHbie KneTKM (MHK) Bbiflexiann H3 
renapuHnsnpoBaHHOM KpOBH 
flMcf)ct)epeHi4iianbHbiM L^eHTpucfiyrvipOBaHMeM Ha 
rpaflMeHTe nnoTHOdn cfcMKonn-ranaKa (p-1 .077) 
no Bouym. flpn nociaHOBKe peaKi^nn 
6nacTTpaHcc{)OpMaL^nM hmmc^ol^htob (PBTJ1) 

JlUMCjDOL^MTbl B KOJIMHeCTBe 0,25-0,50 X 

10 6 nHKy6npOBa/in b 1 Mn cpeflbi 199, 
coAepJKameK 10% cubopotkm AB (IV) rpynnbi m 
5 MKT <J>I~A-P (cJ)npMbi "Serva"). B MOMeHT 
nocTaHOBKn KynbTypbi ao <t>rA b onbiTHbie 
npo6npKH BHOcniin ncnbiTyewibiM npenapaT b 
KOHLjeHTpaLJMflX ot 0,01 flO 100 MKr/MJl. 

nponnc|)epaTMBHbi^ OTBeT jiumc^oi^mtob 
oueHMBann nepe3 72 h, npuneM 3a 4 h flo 
OKOHHaHMfl KyribTHBupoBaHUfl KneTOK b xynbTypy 

BHOCHnH 3 H-TMMMAMH B KOHL^eHTpai^MM 0,04 MBK 

(1 MKKiopn) Ha 1 Mn KynbTypbi. Mepe3 72 h ot 
Hanana KynbTHBupoBaHUfl Ka>KAyK) npo6y 
nepeHOcunn Ha MunnnnopOBbie cfwnbTpbJ, 
OTMbiBann xonoflHbiM 10%-hum pacTBopoM TXY 

M Cf)H3paCTBOpOM. PaflHOaKTHBHOCTb 

noflCHMTbiBann Ha hcmakocthom 

CL\MHTnnnfli^noHHOM CMeiMMKe. Pe3ynbTaTbi 
Bbipa>Kann b HHfleKce CTMMynaijMM, KOTopbiii 
BbiCHHTbiBanw no cfjopMyne 

HC = Mtin/MMH OflMTHMX Xy/lbTyp 

MMfl/MMH KOHTpOflbHbJX KyJlbTLjp 

Pe3ynbTaTbi npeACTaBneHbi b Ta6\n.1. 

KaK buaho, Aei^CTBue npenapaia 3aBMceno 

OT KOHLieHTpaHMM, Bbl3blBafl nn60 CTMMVnHLJMlO, 

nn6o cynpeccHK) nponM<t>epaiMBHoro oTBeia 
nnMcf)OL^MTOB Ha MUToreHHutf dUMyn <t>(~A. 
Han6onbiuMM dUMynnpyiou^n^ 3cJxf)eKT 
npenapaia onnro4)ypocTaH03HAOB BbjpaaceH b 
KOHL|eHTpai4MM ot 0,01 ao 0,10 MKr/Mn (b 1,5 
pa3a 3cjxf)eKT Bbiwe no cpaBHeHHK) c 
KOHTponeM). (IpenapaT b KOHijeHTpaLjMM ot 1,0 
AO 100 MKr/Mn 0Ka3biBan MHrn6npyHDLUnti 
scfccfceKT Ha nponnqbepaTHBHbiCi scJxfceKT 

nMMCfcOLJMTOB, l/IHAyUMDOBaHHblfi <t>fA, BnnoTb ao 
nonHoro MCHe3HOBeHMfl OTBeia. UmcnocnopMH A, 
B3flTbifi B KanecTBe TecT-npenapaTa, c 
Bbipa)KeHHblM MMMyHocynpeccuBHbiM 
AewcTBueM, b aHanorviMHbix KOHi^eHTpaquwx 
HHrMCupoBan cfyHKi^K) T-nMMcfx^MTOB b TecTe 
PBTJ1 

KaK 6bino noKa3aHo, PTBJ1, MHAyiAHpOBaHHaw 
OrA, flanweTCfl MOAenbK) aKTMBaLjMM 
T-xennepoB. TaKMM o6pa30M, MccneAOBaHHUM 
npenapaT OKasbiBan 3aBMCMMbiM ot A03bi 
MMMyHOMOAynnpoBaHHbiM (cTMMynnpyioiAMM nnn 
MHrn6npyioiAHM) 3(|>4>eKT Ha aKTHBHOCTb 
T-xennepos b TecTe 6nacTTpaHccf>opMai4MM, 
MHAyunpoBaHHOM orA. 

n p m m e p 3. BnnfiHue npenapaia 
onnrocfcypocTaH03MAOB Ha aKTMBHOCib 
eciedBeHHwx KneTOK-KunnepoB (EKK) 
oi^eHUBanM, Mcnonbsyn b KanecTBe MnujeHew 
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nepeBUBaeMyra MnenonAHyro nnHHio K562 
MenoBeKa, KOTopa^ no MHoroHncneHHbiM 
pa6oTaM onpeAenseicfl KaK bwcoko 

MyBCTBMTenbHafl MMliieHb B l^MTOTOKCMHeCKOM 

TecTe. KneTKM, TecTupyeMbie Ha aKTHBHOCTb 
cnoHTaHHbix KunnepoB, nonyneHbi ot 3AopoBbix 
Aohodob. (lepeBUBaeMbie nnHnn K562 n 
nocTaHOBKy t^nTOTOKCMHecKoro TecTa 
ocyLi^ecTBnwnn no MeTOAy 3apei^KOM K).M. 
flaHHbie 3KcnepMMeHTOB npeACTaaneHbi b 
Ta6n.2. 

KaK bmaho H3 Ta6n.2, cnoHTaHHbifi nn3nc 
(bwxoa Cm 51 ) b cpeAHeM cocTasnfln 31%. 
YpoBeHb aKTMBHocTn cnoHTaHHbix KunnepoB b 
KOHTpone 6e3 npenapaia cocTaanfin 55 ±4%. 
Ha KneiKn-MMLueHM nccneAyeMbiw npenapaT He 
OKasbiBan TOKCHMecKoro 3(J)cf)eKTa. J1h3mc KneTOK 
K562, o6pa6oTaHHbix pa3HbiMH A03aMM 
npenapaia, He npeBbiiuan ypoBHfl cnoHTaHHoro 
nn3nca 3inx KneTOK. CpeAHM^ noKa3aTenb 
aKTHBHOdM EKK nocne o6pa6oTKH mx 
npenapaTOM onMroqbypocTaH03MAOB b A03e ot 
0,1 ao 10,0 MKr/Mn He oTnunancfl ot KOHTponn. 

TaKMM o6pa30M, MCcneAOBaHHbiM npenapaT 
b AManasoHe aos ot 0,1 ao 10,0 MKr/Mn He 

OKa3blBan BnMflHMfl Ha aKTMBHOCTb 

ecTecTBeHHbix (cnoHTaHHbix) KneTOK-KMnnepoB , 
TaioKe KaK m KOHTponbHbii^ npenapaT - 
14M icnocn o pM h A. 

PI p m m e p 4. flpoBOAMnacb TaioKe oueHKa 
BnMRHMfl npenapaTa onnroct)ypocTaH03MAOB Ha 
reHepaqMio m aKTMBHOCTb KoH-A-T-cynpeccopoB. 
AKTMBai^MK) KneTOK-cynpeccopoB npoBOAMnM no 

MeTOAy ShOU L C COaBT. JlMMCjDOl^MTbl AOHopa 

MHKy6MpoBanM b 1 Mn cpeAbi RPMI 1640 b 
OTCyTCTBMM (KOHTponb 1 - cnoHTaHHbie 
cynpeccopbi) MnM b npMcyTCTBMM 60 MKr/Mn 
KnH-A - (KOHTponb 2 - MHAyLjuposaHHbie 
T-cynpeccopbi) b Te^eHMe 48 m npM 37°C. 
3aTeM KneTKM o6pa6aTbiBanM mmtomml^mhom C, 

HT06bl MHrM6MpOBaTb CMHTe3 flHK, M TpMKAbl 

OTMbisanM cpeAOM RPMI 1640. K 
0,5x10 6 KneTOK, n pom h Ky 6m poBa h h bix c Koh-A 
(unvi 6e3 Hero), Ao6aBnnnn 0,5x10 6 annoreHHbix 
nMMcf)oi^MTOB m 5 MKr/Mn <X>Tk 0MpMbi "Serva" 
(TecT-CMCTeMy). KneTKM MHKyCMpoBanM 72 h, 3a 
4 m ao KOHi^a KynbTMBMpoBaHMfl Ao6aBnnnn 
3H-tmmmamh. Pe3ynbTaTbi paccHMTbiBaxiM no 
o>opMyne: 

(1 - P ) X 100% TAe P - HMCnO MMn/MMH B 
K 

onbiTHbix KynbTypax c Koh-A, K-to >xe b 
KynbTypax 6e3 Koh-A. HcnbiTyeMbiM npenapaT 
Ao6aBminM b MHKy6ai4M0HHwe cpeAbi c Koh-A b 
KOHL^eHTpai^Mflx 0,1, 1,0, 10,0, 100,0^MKr/Mn m 
MHKy6MpOBanM 48 h npM 37°C - Ana oi^eHKM 
BUMPHMfl mx Ha reHepauMio Koh-A 
MHAyUMpoBaHHbix T-cynpeccopoB. Bee 
SKcnepMMeHTbi npoBOAMnM Asa)KAbi no 3-5 
napannenefl b Ka>KAOM onbiTe. AaHHbie 
npeACTaaneHbi b Ta6n.3. 

KaK bmaho M3 Ta6n.3, ypoBeHb 
6nacTTpaHCc|)opMai4MM TecT-KneTOK npn 

A06aBneHMM K HMM nMMCjjOI^MTOB, 

MHKyGMpoBaHHbix 48 h npM 37°C 6es Koh-A 

(KOHTponb 1), 3a CMeT MHAyKl^MM CnOHTaHHblX 

T-cynpeccopoB, cocTaBMn 80% y dosha 
6nacTTpaHcct)opMai^Mn KneTOK, 

CTMMynMpOBaHHbJX <&rA, KOTOpblM npMHflT 3a 

100% (KOHTponb). BHeceHMe b TecT-CMCTeMy 
KneTOK, MHKy6MpoBaHHwx c Koh-A, npuBOAMno k 
CHMJKeHMK) ypoBHfl 6nacTTpaHccJ)opManMM ao 
20% ot KOHTpona 3a cneT MHrM6Mpytou^ero 

AeMCTBMR MHAyiAMDOBaHHbtX 
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KoH-A-T-cynpeccopos (KOHTpo/ib 2). 
KynbTMBupoBaHne jimmc^ouhtob b npucyTCTenn 
npenapaTa onurocpypocTaHoanflOB n Koh-A b 
TeMeHne 48 h npn 37°C m BHeceHMe mx nocne 
OTMbiBKM b Tecrr-cucTeMy ymeTano 
6nacTrpaHccf)opMai^nK) TecT-KneTOK 
npaKTMMecKn flo cnoHTaHHoro yposHH (5-10%). 
3to MoweT 6biTb cneflCTBueM yBennMeHUJi 
KonnMecTBa UHAyuwpc-BaHHbix 
KoH-A-T-cynpeccopos aa CMeT CTHMynnpyioii^ero 
annflHMH nccneAyeworo npenapaTa Ha mx 
reHepai^nfo. L|MKnocnopMH A b A03ax ot 0,1 flo 
10,0 MKr/M/i He OKa3biBan bjimwhuh Ha 
T-cynpeccopbi (% % onacTTpac$opMamw 
ocTaercw Ha ypoBHe KpHTpona 2), fl03a 100,0 
mki7mji RBJifleTCJ? An* i^nicnocnopMHa A 
L^HTOTOKCMHeCKO^, noaToiviy % 

6/iaCTTpaHC4)OpMaUMM CHVttKeH f\0 10%. 

Bbtnu TaiOKe npoBefleHbi 3KcnepwMeHTbi no 
MayneHMK) BnnaHun npeAnaraeMoro npenapaTa 

no CpaBHeHHK) C M3BeCTHblM 

MMMyHOMOAyriHTopoM xieBaMnaonoM Ha 
4)OpMnpOBaHne rvmepnyBCTBHTenbHoc™ 
3aweAneHHoro TMna y MbiujeM nocne 
MMMyHH3ai4Mn nx spuTpounTaMM 6apaHa 
(npuwiep 5). BnnflHue npenapaTa 
onnro4>ypocTaH03MAOB Ha cfcopwupoBaHkie T3T y 
MbiLuew. 

PeaKUMfl runepHyBCTBHTeribHOCTM 
3aMeAneHHoro Tuna (Pr3T) ABnaeTCfl TunMHHoffi 
MOflenbio KneTOMHO-onocpeAOBaHHbix 
nMMyHHbix peaxLjMfi mh bmbo, KOTopwe nrpaiOT 

L^eHTpanbHyK) pOJIb B OTTOpWeHMM 

ajinoTpaHcnnaHTaTa, pe3wcTeHTHoc™ k 

3flOKaMGCTBGHHblM OnyXOflflM H HHCfDeKL^UH. 

Bo3fleMCTByfl npenapaTOM flo nnn nocne 
ceHcn6nnM3ai4MH aHTureHOM m OLjeHMBaa 
cTeneHb npoflBneHMfl PP3T, onpeAensum He 
TOJibKO Ha KaKyto M3 cfcas nMMyHHoro oTBeTa - 
HHflyKTHBHyK) (flo aHTureHHoro cTHMyna) nnn 
npoflyKTHBHyfo (nocne aHTureHa), b 6onbwefi 
cTeneHu 0Ka3biBaeT AefiCTBMe npenapaT, ho h 
oi^eHMBann nyBCTBHTenbHOCTb k Hewiy 
pa3nnHHbix cy6nonynfli4Mft T-nwMc|)otjMTOB, 
BOBneneHHbix b PT3T. B xanecTBe 
ceHcn6unn3npyK)mero aHTureHa ncnonbsoBann 
apMTpounTbi 6apaHa (3B) y MbiiuePi. PT3T m3B 
oi^eHUBann no pa3HMje Beca KOHTponbHOfi n 
onbiTHOM (nocne BBeAeHMH pa3pewaioineM A03bi 
aHTureHa) nanoK. 

H3yneHne BnnflHMfl HOBoro npenapaTa 
onnro4)ypocTaH03MAOB Ha <£opMMpOBaHMe 
peaKi^nn T3T y MbitueM k 35 npoBOAnnn npn 
BBeAeHnn npenapaTa no cxewaM: 3a 2 aha ao 

MMMyHM3aUMH, 3a 1 AeHb flO HMMyHH3ai^MH M B 

AeHb uMMyHH3amw (-2,-1,0 ahm) (Bnn^Hne Ha 
npe-T-cynpeccopbi) n no cxeivie: b AeHb 
MMMyHM3anun m Ha 1 m 2 cyT nocne 
nwMyHH3ai4nn (0.+1+2 ahm) (BnMflHue Ha 
T r3T -3ct)(|)eKTopbi). flaHHbie npeACTaBneHbi b 
Ta6n.4. 

flo3bi npenapaTOB Bbi6npanncb 
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nponopi^noHanbHO TepaneBTunecKMM A03awi 
npenapaTOB (aha npenapaTa 
onnroc|DypocTaH03MAOB ynnTbiBanacb 
TepaneBTMMecKafl A03a aha nonncnoHMHa). 

' Pe3ynbTaTbi 3KcnepnMeHTa noKasanw, hto b 
uccneAOBaHHbix A03ax npenapaT 

onnro4)ypocTaH03HAOB 0Ka3biBaeT 
npenMyiAecTBeHHoe annnHne Ha 3penwe 
T r3T -3c})cf)eKTopbi (npn BBeAeHnn npenapaTa no 
BTOpofi cxeiwe). 34)0>eKT CTaTMCTvmecKn 
AOCTOBepeH. L4nicnocnopuiH A - npoTOTun - He 
0Ka3biBaeT BnviflHUfl Ha T ra T-3<£cf)eKTopbi (ApyroK 
MexaHH3M Ae^CTBMfl). JleBaMM3on - aHanor - 
0Ka3biBaeT AewcTBue xax Ha npe-T-cynpeccopbi, 
TaK \a Ha 3penwe Tr3T-34)4)eKT0pbi npM o6omx 
cxeMax BBeAeHna, 6-MepKanTonypnH (KOHTponb 
k neBaMH3ony) He 0Ka3biBaeT BnnflHMfl hm Ha 
KneTKn-npeAwecTBeHHHKM ( n pn BBeAeHnn no 1 
cxeMe hm Ha T nT -3c{)c{3eKTopbi (npM BBeAeHMM no 
btopom cxeMe). nonyneHHbie pe3ynbTaTbi 
noKa3biBa(OT, mto no MexaHMSMy asmctbmr 
3aflBnaeMbiM npenapaT oTnunaeTcn ot 
MexaHM3Ma AeMCTBMfl L^MKnocnopMHa A 
(npOTOTMn). HaM6onee Bepo^THO, hto ero 
AeMCTBMe b Mcnonb3yeMOM A03e cBA3aHO co 
cTMMynflL\MeM T-cynpeccopHoti atCTMBHOcTw. 
TaKMM o6pa30M, b Tpex TecTax KneTOHHoro 

MMMyHMTeTa HH BMTPO M B TecTe PT3T MH BUBO 

noKa3aHO MMMyHOMOAynupyioLAee AeCicTBMe 
npenapaTa onuroc^ypocTaHOsnAOB, 
BbiAeneHHoro M3 cycneH3MOHHO^ KynbTypbt 

KneTOK AMOCKOpeM AeibTOBMAHOM, 

OTHocflineMycfl k Knaccy cTepOMAHbix 

I71MK03MAOB M 06naAaHDlAMX aHTMOKCMflaHTHblM 

AeMCTBMeM, 3aBMCflmee ot A03bi ia cxeMbi 
BBeAeHMfl oTHocnTenbHo aHTMreHHoro cruMyna. 

Oopwiyna M3o6peTeHMfl: 

HMMyHOMOAy/lHPyK)U4EE CPEflCTBO. 

ripuMeHeHne npenapaTa 
onMroo>ypocTaH03MAOB M3 cycneH3MOHHOti 
KynbTypbi AMCKopew AenbTOBMAHOfi, 
coAepjKau^ero npOTOAMOCi^MH n AenbTosnA 
o6iAeM cfrapMynbi 
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rAe R Ann npoTOAHOcqMHa pasHO oahom 
MoneKyne rnioK03bi m AByM MoneKynaM 
paMH03bi, a Ana AenbT03MAa - AByM MoneKynaM 

mK)K03bl M OAHOM paMH03bl, 

b KanecTBe MMMyHOMOAynnpyioLnero 
cpeACTBa. 
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Ta6/inua 1 



B/iktAHne npenapara o/iwro<t>ypocTaH03HAOB Ha 6nacTTpaHc<J>opMaunK) /imm4>ouwtob, MHflyunpo- 

BdHHyiO Of A 



Yc/iOBiie onwTa 


flo3a B 


BK/lK)HeHWe H- 




fl aiii mAkt *% l_l iM A 

1 ipMMt}H3HMe 




MK.r/ M/l 


TUMHA^Ha 


CTMMy/lfl- 








HMfl/ MMH 


UHH 




KoHTpo^b cnoHTaHHbiCi Gea 




PAT 

505 






CDTA MHK=2,5x10 5 




(253-910) 






KOHTpO/lb CTVIMy/lMpOBaH- 










HWM OTA ( 5 MKf / M/l ) 




57 I D 


1 1 




MHn-^ ,bx 1 U 










0/iwro(]>ypocTaH03Mfl 


0,01 


no 1 i -4-Q7A 


1 ft 


Ptij kiii nnniin 
V^T H M y Jl H 14 M H 


tiAUiv—'y Cvin^ 
Win l\— Z.OX I U 


n in 


OtsD —DO 1 


13 


PTMMvnani/ia/HPT 3(bd)f?KTa 


+ npenapaT + OTA 5 


1,00 


3225 ±311 


7 


Cynpeccwfl 


mki7m/i 


10,0 


3268 ±330 


7 


Cynpeccn» 




100,0 


677 ±64 


0.1 


rio/iHaa cynpeccuR 


UnKnocnopnH A 


0,01 


3273 ±323 


7 


Cynpeccwfl 


MHK=2,5x10 5 + 


0,10 


1804±178 


3,5 


Cynpeccwa 


npenapaT + OTA 


1,00 


860 ±84 


1.5 


Cynpeccufl 


5 mxt/m/t 


10,0 


488 ±45 


1,0 


no/iHan cynpeccwa 




100,0 


250 ±23 


0.5 


no/iHafl cynpeccua 






15 




Ta6/inua 2 



B/]MflHwe npenapata o/iwro(J>ypocTaH03iiAOB Ha aKTMBHocTb cnoHTaHHwx (ecTecTBeHHwx) KM/inepoB 



ro 
o 
ro 



Yc/iobmr onuTa 


fl03a B MKr/M/l 


B/iuflHwe npenapaTa 

H3 KJieTKH-MMUJeHM 
% /lM3MCa 


JlWTWHeCKafl aKTMB- 
HOCTb CnOHT3HHblX 

Kn/i^epoB % nmwca 

K/ieTOK-MMLUeHei/l 


KOHTpO/lb 




31±3 




CnOHTaHHblft J1H3M3 K/ie- 








TOK-MnujeHeft K562 








KOHTpO/lb 








IOieTKH- MMUI6HM 






55±4 


K562+nnM<}>oi4iiTbi aoho- 








pa 








npenapaT o/inroc}>ypocTa- 


0.10 


33 ± 2 


50 ±4 


H03MA0B 


1.00 


30 ±2 


52 ±5 




10.00 


32 ±3 


51± 5 


Uwic/iocnopwH A 


0.10 


36 ±4 


51 ±4 




1.00 


31 ±3 


53± 4 




10.00 


31± 4 


53 ± 5 
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Ta6/inua 3 



B/wflHwe npenapaTa o/inro<|>ypocTaHO3HA0B Ha T-cynpeccopHU& 3({><t>eKT, MHAyunpoeaHHurt 

Koh-A 



Cepwfl onbiTU 


Yc/iobm* MHKy6auwn 


flo3u npenapa- 
Ta, MKT/ Mil 


BK/1JO4CH0 ^H-TMMMflUHa 


MMn/MMH 


% 


1 


0,5x10° MHK-72 m npn 


- 


560 ±40 


CnoHTaHHUft 




37°C-TecT-K/ieTKM 






ypoBeHb~5% 


2 


0,5x10 6 MHK+orA-72 4 


- 


12251 ±105 


100% 




npM 37°C-TecT-cncTeMa 








3 


0,5x10 6 MHK+ct)rA-48H 


- 


9750±90 


80% 




npn 37°C-KOHTpo/ib 1 






20% 


4 


0.5x10 6 MHK+cDrA+ Koh- 


- 


2516 ±21 




A-T-cynpeccopu-48 4 npvi 










37°C-KOHTpo/ib 2 








5 


0,5x10 6 MHK+OrA+ 


0,10 


884 ±7 


6/W3KO k cncm- 




+KoH-A-T-cynpeccopu+ 


1,0 


1104 ±10 


TaHHOMy ypOB- 




+oflnro4>ypocTaH03HA- 


10.0 


755 ±7 


HK)5-10% 




48 4 npn 37°C 


100,0 


766±8 




6 


0,5x10 6 MHK+OrA+ 


0,1 


2722±25 






+ Ko H-A-T-cyn pecco- 


1,0 


2786 ±27 


20% 




pw+unK/iocnopnH A- 48 4 


10,0 


2231 ±20 


10% 




npu 37°C 


100.0 


1323 ±12 
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T a 6 n m n a 4 

B/wflHue npenapaTa o/inro<t>ypocTaH03n,noB H3 <J>opMnpoBaniie Pf3Ty Mbuuetf 



ripenapaT 


flo3a. Mr/Kr 


Pa3Hnua Maccw onbiTHOii 


H KOHTpOflbHOCi 


zianoK. Mr 


Bee a ren a 


CxeMa-2,-1,0 


P 


CxeMa-0,+1,+2 


P 






flHM 








KOHTpO/lb 




34,0±2,5 




35,0 ±1.7 




ripenapaT o/in- 










Pi-2<0.05 


ro<t>ypocTaHO- 


100 


31.0± 1.2 


Pi-2<0.05 


21.5±2,0 


3HAOB 










Pi-3>0.05 


UiiK/iocnopwH 


50 


33,5±2.3 


Pv3>0,05 


32,0 ±1,9 


/leBaMM30/i 


25 


26,5±1,9 


Pi-4<0,05 


26,5± 1.9 


Pi-4<0,05 


6-MepxanTony- 










Pl-5>0,05 


PMH 


100 


34.0 ± 1.7 


Pi-5>0 t 05 


31, 0± 1.3 
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POCCHUCKOE ArEHTCTBO 
no nATEHTAM H TOBAPHbIM 3HAKAM 



< 12 > Oni/ICAHME H30EPETEHI/lfl K nATEHTY POCCHHCKOH 0>EflEPAL jHH 
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(71) 3aflBHTenb: 

H a yM HO - M CCTI 6 AO B3Te fl bCK M M MHCTMTyT 

TpaHcanaHTonorMM m ucicyccTBeHHbix opraHOB, 
HHCTMTyT 6MOXMMMM MM.A H.5axa PAH 

(72) M3o6peTaTenb: UJajibHeB E.H., 
CycKOBa B.C., Eiweu B.M., riaceiUHMMeHKO 
B.A. , BacMJibeBa M.C., Bopo6beB A.C. 

(73) riaTeHTOo6jiaAaTe/ib: 
HayMHO-MccneAOBaTejibCKMM MHcrmyT 
TpaHcruiaHTOJiornn h McicyccTBeHHbix opraHOB 
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(54) HMMYHOMOflyJlUPyiOUHEE CPEflCTBO 

(57) PecfcepaT: 

l/l3o6peieHne othocmtch k Mepy\i\me, a 

MMeHHO K HOBOMy OMOflOrkHeCKM aKTHBHOMy 

npenapaiy onnro0ypocTaHO3HAOB U3 
cycneH3H0HH0fl KyribTypbi AuocKopePi 
AenbTOBHAHOM, m mo>kgt Hafi™ npwvieHeHwe {\nn 
KoppeKi^MM HMMyHHoro OTBeTa. L4e/ib 

H306peTeHMfl - HOBblfi HMMyHOMOAynflTOp 

M36npaTejibHoro AeficTBHfl, He o6naAaiomnPi 
HecfipoTOKCMHecKMM AetfCTBHeM. YKa3aHHaw 
i\enb AOCTuraeTca npwvieHeHHeM npenapaia 



onnrocJ)ypocTaH03HAOB M3 cycneH3MOHHofi 
KyjibTypbi AHOCKopen aejibTOBHAHow BnepBbie b 
KanecTBe HMMyHOMOAy/iflTopa. 
H36npaTenbHocTb fle&CTBHfl 3Toro npenapaTa 
ocyiAecTB/i^eTCfl 3a cneT B03AefiCTBKfl Ha 
cTpyKTypy m ctyHKijwK) MeM6paH 

HMMyHOKOMneTeHTHblX KfieTOK, T3K K3K 

npeAJiaraeMbitf npenapaT othocmtcr k 

BOAOpaCTBOpMMblM aHTHOKCMAaHTaM 

GnoreHHoro Tuna. 4 Ta6n. 
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